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Commissioner for Patents 
Washington, D.C. 20231 
Sir: 

I, Eiji Tsuru, declare and state as follows. 

I am a citizen of Japan residing in Nagano-ken, Japan. 

I graduated and go:, a master's degree in the chemistry 
(organic chemistry) from Osaka City University, Graduate School 
of science in March of 1998. 

From April of 1998, I have been employed by KISSEI 
PHARMACEUTICAL CO., LTD, and I have been engaged in studies on 
the analytical development, and on the determination of the 
physicochemical properties of a chemical compound, 
pharmaceutically acceptable salts thereof and crystalline forms 
thereof, and so on. 

I am one of co-inventors of the above-identified patent 
application, so, I am familiar with the invention thereof. 

In order to demon s t :ra Ive novelty and un-obviousness of the 
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present invention I will explain the present invention and the 
prior arts in detail as follows. 

The present invention relates to a crystal for an oral solid 
medicament of an indolire compound of the formula: 
H 



HO 

(KMD-3213, herein after defined as KMD-3213) 

which shows an X-ray powder diffraction pattern characterized by 
main peaks of 5.5°± 0.2°. S.l°± 0.2°, 9.8°± 0.2°, 11.1°+ 0.2°, 
12.2°± 0.2°, 16.4°± 0.2°, 19.7°± 0.2°,and 20.0°+ 0.2°as 29, 
and wherein said medicament is a medicament f or dysuria treatment. 

Prior to I was employed by KISSEI PHARMACEUTICAL CO., LTD, 
Mr. Kitazawa et al . had been engaged in studies on the research 
and development of a therapeutic agent lor the treatment of 
dysuria and they found out that an indoline compound including 
KMD-3213 is useful for the treatment of dysuria and file an patent 
application for said invention to the Patent Offices in many 
countries and to the U.S.P.T.O (U.S. Patent 5,387,603; herein 
after defined as Kitazawa) claiming the priority right based on 
the Japanese patent application which disclosed as Literature 1 
in the present specification. 

Kitazawa disclosed the general process for the production 
of said indoline compounds in the specification and disclosed 
physicochemical properties of KMD-3213 in the Table of Example 
2 as compound No. 4 0 at column 49. 

For the reference, I will show the synthetic route of 
KMD-3213 based on the general process for the production of said 
indoline compounds of Kit.a:-awa .(Literal, a o 1) in Fig.l. 
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And further, Mr. Yamagishi et al . ,:j L so had been engaged in 
studies on the research and development of a therapeutic agent 
for the treatment of dysuria and they found out that an indole 
compound which is prepared from an indol ino compound of Kitazawa 
is useful too for the treatment of dysuria and file an patent 
application for said invention to the J. P.O. (JP 07-330726A; 
herein after defined as Yamagishi) 

Yamagishi disclosed the general process for the production 
of an indoline compounds as a synthetic intermediate of said 
indole compound in the specification and disclosed an actual 
preparing method of KMD-3;:13 and physicochemical properties 
thereof in the Reference Example 30 or, paragraphs [0184] and 
[0185] . 

For the reference, I will show the synthetic route of 
KMD-3213 based on the disclosure of Yamagi shi mentioned above in 
Fig . 2 . 

After said findings, biological researchers of the central 
laboratory of KISSEI PHARMACEUTICAL CO. , LTD had studied hard to 
find out a preferable candidate as an active ingredient of a 
medicament for dysuria ard they considered that KMD-3213 can be 
employed as one of a preferable candidate. 

On the other hand, chemical researchers of the industrial 
chemistry group of the central laboratory of KISSEI 
PHARMACEUTICAL CO., LTD had Studied hard to find out other 
preparing methods of an indoline compound including KMD-3213 more 
preferable for the industrial production than the methods of 
Kitazawa and Yamagishi and as a result they found out and 
established a convenient preparing method thereof (herein after 
defined as the improved method) on about May of 1996. After said 
establishment, said chem: ral researchers had been prepared 
KMD-3213 only by said improved method iiH stocked it to provide 
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for the many kinds of Experiment. 

With regard to said improved method, our company decided 
to keep said improved method a secret form as a know-haw for a 
period of time, therefore, said chemical researchers did not file 
a patent application for said invention r.o the Patent Offices at 
that time. And further, we, present inventors did not attend to 
the difference of the production method of crude crystals of 
KMD-3213 when we carried out an experiment of the polymorphism 
of KMD-3213, accordingly, we, present inventors did not disclosed 
in the present specification regarding to the production method 
of KMD-3213 said improved method, but disclosed the preparing 
method of Literature 1 [Kltazawa] which is the first literature, 
had been opened to public as an example of a preparing method of 
KMD-3213, that is, as follows that "[KMD-3213] can be prepared 
by the procedure described in the above Literature 1" (page 9, 
lin. 4-5). 

For the reference, I will show the synthetic route of 
KMD-3213 of the improved method in Fiq.. J . . 

From July of 2001, T had been engaged in studies on an 
examination of the polymorphism of KMD-3213 using a crude crystal 
of kmd-3213 which is prepared by said improved method and being 
stocked, together with other co-inventors, Mr. Michio Toda and 
Mr. Kazuma Hirata. 

As a result, we, present inventors found out there were at 
least three crystalline forms, that is, a-form, (3-form and y-f orm 
crystals of KMD-3213 (page 5, lin. 11-12) and the a-form crystal 
is the most preferable for an oral solid medicament (page 7, lin. 
16-18) . 

And we found out that the a-form crystal of KMD-3213 can 
be prepared by dissolving a crude crystal thereof in an 
appropriate amount of a re-crystallizat Um, solvent such as ethyl 
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acetate, ethyl formate, acetone, methyi ethyl ketone, 
acelonitrile, tet rahydrof uran or a mixed solvent of acetone and 
acetonitrile mixture (1:1) , preferably ethyl acetate with heating 
and then allowing the resulting solution to stand at room 
temperature for precipitate a crystal gradually, and further that 
the B-form crystal of KMD--3213 can be prepared by dissolving said 
crude crystal thereof in an appropriate amount of methanol under 
heating and then add a poor solvent such as petroleum ether to 
the solution and vigorously stir to precipi tate a crystal forcibly 
and suddenly (page 5, lin. 24-35). 

Furthermore, we carried out an analysis X-ray powder 
diffraction which is generally employed as a method for 
determining crystal as disclosed as follows: 

"X-ray diffraction is a standard method for determining 
crystal structure and the relative positions of atoms in 
crystals . " 

(Attached Paper 1: 
http: //x2d.phys .cmu.edu/p o lymorph.html ) 

"Demonstration of a nonequivalent structure by single 
crystal X-ray diffraction is currently regarded as the definitive 
evidence of polymorphism. X-ray powder diffraction can also be 
used to supports the existence of polymorphs." 

(Attached Paper 2: "Guidance for Industry ANDAs: 
Pharmaceutical Solid Polymorphism, Chapter III, B. 
Characterization of Polymorphism" 
http : //www . f da . qov/cder/g u idance/6154d f t .pdf ) 

And we found out that the a-form crystal and the B-form 
crystal exhibit different X-ray powder diffraction pattern and 
showed each pattern as shows in Fig.l and Fig. 2 in the present 
specification, as stated as follows: (1) a crystal characterized 
by main peaks of 5.5°+ 0,2°, 6.1°± 0.2°, 9.8°± 0.2°, 11.1°± 0.2°, 
12.2°+ 0.2°, 16.4°+ 0.2°, 19.7°+ 0.2°and 20.0°± 0.2°as 29 (the 
a-form crystal); (2) a crystal characterized by main peaks of 
7.0°± 0.2°, 12.5°+ 0.2°, 18, 5°± 0.2°, 19. V.! 0.2°, 20.7°± 0.2 "and 
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21.1°+ 0.2°as 29 (the p-form crystal), (page 5, lines 11-19) 

For the reconfirmation of said analytical results, I now 
prepared ot-f orm crystal and p-form cryst.a L of KMD-3213 again using 
a crude crystal of KMD-3213 which is prepared by said improved 
method and being stocked and determined X-ray powder diffraction 
thereof. 

As stated above, in the present specification, it is however 
disclosed with regard to the preparing method of a crude crystal 
of KMD-3213 as "[KMD-3212] is a known compound and, for example, 
can be prepared by the procedure described in the above Literature 
1" (page 9, lin. 4-5), hcwever in the experiment of Example 1-3 
in the present application, we employed a crude crystal of 
KMD-3213 which had been pr epared according to the synthetic route 
Of the improved method. Since after chemical researchers of our 
company, KISSEI PHARMACEUTICAL CO. , LTD, had been established on 
about May of 1996, they had been prepared KMD-3213 only by said 
improved method and stocked it. Accordingly, in the present 
experiment, we employed a crude crystal of KMD-3213 which had been 
prepared according to the improved method showed in Fig. 3. 

For the reference, 1 showed the X-ray powder diffraction 
pattern of the a-form crystal and the p-form crystal in Fig. 4 and 
Fig. 6. 

As can be seen from Fig. 4 and Fig. 6 with compared with Fig.l 
(a-form) and Fig. 2 ( p-form) in the present specification, the 
X-ray powder diffraction pattern of Fig. 4 is identical to the 
pattern of Fig.l (a-form) in the present specification and the 
X-ray powder diffraction pattern of Fjq.6 is identical to the 
pattern of Fig. 2 ( p-form' in the present specification. 

And further, from the detection of the main peaks of Fig. 4 
and Fig. 6, I confirmed that the main praV.s of X-ray powder 
diffraction pattern of the u-form crystal -(rid the p-form crystal 
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are identical to the main peaks of the a-form crystal (page 5, 
lin. 14-17) and the p-form crystal (pdt;- 3, lin. 17-19} in the 
present specification. 

That is, the main peaks of X-ray powder diffraction pattern 
of the a-form crystal are 5.4°, 6.0°, 9.7", 11.0°, 12.1°, 16.3°, 
19.6°and 19.8°as 29 (Fie. 5), and the. mn i n peaks of the p-form 
crystal are 7.0°, 12.4°, 18.5°, 19.5°, ,'0.7°and 21.1°as 29 
(Fig. 7) . 

For the reference, I will show each main peaks of the a-form 
crystal and the p-form crystal in the present specification 
(defined as Specif icatior ) and our now results (defined as Tsuru) 
in Table 1 as below. 



Table 1 



Reference 


Crystal 
form 


main peaks of X-r:ay powder diffraction 
pot. tern (29) 


Specification 

(Fig.l/Specifi 

cation) 


ot-f orm 


5.5°± 0.2°, G.l°± 0.2°, 9.8°± 0.2°, 
11.1°±0.2°, 12.2°± 0.2°, 16.4°± 0.2°, 
19.7°± 0.2 "and 20.0°± 0.2° 


Tsuru 

(Fig. 4, Fig. 5) 


a-form 


5.4°, 6.0°, 9.7% 11.0°, 12. 1°, 16.3°, 
19.6 Q and 19.8" 


Specification 

(Fig.2/Specifi 

cation) 


p-form 


7.0°± 0.2°, 12.. c .°± 0.2°, 18.5°± 0.2°, 
19.5°± 0.2°, 20. 7°+ 0.2 "and 21.1°± 0.2° 


Tsuru 

(Fig. 6, Fig. 7) 


P-form 


7.0% 12.4°, 18.5°, 19.5°, 20.7° and 
21.1° 



Therefore, it is sure that I correctly prepared a-form 
crystal and p-form crystal of KMD-3213. 

Furthermore, I determined infrared spectrum (IR) of said 
a-form crystal and p-form crystal according to the KBr disk method. 
And I found out that the a-form crystal shows an IR spectrum in 
the determination on the KBr disk meth.--) characterized by 
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distinctive peaks of abou . 3482, 3336 and 1653 as wave number (cm -1 ) 
showed in Fig. 8, and further I found out: Lhat the p-form crystal 
shows an IR spectrum in the determination on the KBr disk method 
characterized by distinctive peaks of about 3384, 3202 and 1636 
as wave number (cm" 1 } showed in Fig. 9. 

As stated above, Kitazawa does- not. disclosed the detail 
method for the production of KMD-3213, but merely disclosed 
physicochemical properties thereof in the Table of Example 2, 
compound No. 40 at column 49, and in whore disclosed as IR 0cm" 1 ) 
peaks that of 3388 (NH, CH) , 3202 (NH) and 1637 (C=0). 

And, Yamagishi disclosed the actual method for the 
production of KMD-3213 and physicochemical properties thereof in 
the Reference Example 30 on paragraphs [0184] and [0185], and in 
where disclosed as IR (KEr) peaks that of vNH, OH 3388 cm" 1 , vNH 
3202 cm" 1 and vC=0 1637 cm' 1 . 

And further, as can be seen from Fig. 8 and Fig. 9, the a- form 
crystal of KMD-3213 instant prepared shows distinctive peaks of 
about 3482 cm" 1 , 3336 cm" 1 and 1653 cm" 1 as peaks of IR (KBr) , and 
the p-form crystal of KMD-3213 instant prepared shows distinctive 
peaks of about 3384 cm" 1 , 3202 cm ' and 1636 cm" 1 as peaks of IR 
(KBr) . 

For the reference, T will show each IR (KBr) peaks of 
KMD-3213 in Kitazawa, Yamagishi and our now results (defined as 
Tsuru) mentioned above in Table 2 as below. 



Table 2 



Reference 



Crystal form 



IR (KBr) peaks (cm" 1 ) 



Kitazawa (Ex.2, Comp. 40;. 



3388, 3202, 1637 



Yamagishi (Ref. Ex. 30) 



3388, 3202, 1637 



Tsuru (Fig. 8) 



a- form 



3482, 3336, 1653 



Tsuru (Fig. 9) 



3-form 



3384, 3202, 1636 



8 



FROM KISSEI INTELLECTUAL PROPERTY 



2006* 6fl 7B (*) 11 :00/WllO:54/X««*?41 03262607 P 11 



U.S. Appln. No. 10/526,898 
DECLARATION UNDER 37 C.F.R. 1.132 

The infrared spectrum (IR) is helpful to characterize 
polymorphic forms as stated as follows: 

"X-ray powder diffraction can also be used to supports the 
existence of polymorphs. Other methods, including microscopy, 
thermal analysis (e.g., differential scanning calorimetry, 
thermal gravimetric analysis, and hot-si age microscopy), and 
spectroscopy (e.g., infrared [IR] , Raman, solid-state nuclear 
magnetic resonance [ssNMR] ) are helpful lo further characterize 
polymorphic forms." 

(Attached Paper 2: "Guidance for Industry ANDAs: 
Pharmaceutical Solid Polymorphism, Chapter III, B. 
Characterization of Polymorphism" 
htt p://www.fda.go v/cder/qu idance/6 1 54dft. . pdf ) 

Therefore, if an IR spectrum of a crystal is identical the 
IR spectrum of the X-crystal form, it io concluded that said 
crystal is the X-crystal form. 

As can be seen from IR peaks of Table 2, the IR spectrum 
pattern of both crystal of KMD-3213 of Kitazawa (hereinafter 
defined as Kitazawa crystal) and of Yamagishi (hereinafter 
defined as Yamagishi crystal) are identical to the IR spectrum 
pattern of Tsuru (3-form (Fig. 9). Accordingly, from said IR (KBr) 
spectrum, it can be concluded that crystals of Kitazawa and 
Yamagishi are both the p-form crystal. 

Regarding to Claim 1, the Examiner stated as follows: 
Yamagishi et al. teach a compound of formula: where R is 
hydroxypropyl, Rl and R2 .are hydrogen, and R3 is trif luoroethyl 
(KMD-3213), and its crystallization. (Page 4, line 2-3) 

Yamagishi et al. do not teach the X-ray diffraction pattern 
of their crystals or the explicit crystallization using the method 
described in page 5, lines 24-29 of the specification. (Page 4, 
lines 7-9) 

Yamagishi et al. teach the dissolving of crude crystals 
in heated ethyl acetate, and allowing th*- solution to stand at 



9 



FROM KISSEI INTELLECTUAL PROPERTY 



2006* 6E 7B (*) 11 : 0 1 /Sll 0 : 54/X»8*J41 03262607 P 12 



U.S. Appln . No. 10/526,898 
DECLARATION UNDER 37 C.F.R. 1.132 

room temperature. (Page 4, lines 11-1 . i 

Williamson teaches the gradual cooling of a heated 
saturated solution to room temperature to .induce crystallization. 
(Page 4, lines 14-15) 

Therefore, it would have been obvious to one of ordinary 
skill in the art at the zime the claimed invention was made to 
take the procedure of Yamagishi et al . rind use the guidance of 
Williamson to make the crystals of the instant invention, with 
a reasonable expectation of success. Since the crystals are 
prepared in the same manner as that of the instant application 
on page 5, lines 24-29 o:f the specif icat i on, the crystals made 
in this manner inherently have the same X-ray diffraction pattern 
as that of the instant invention. (Page 4, line 16 to Page 5, line 
19) 

The Examiner's statements appear to be based on the fact 
that the Yamagishi crystals were obtained using hot ethyl acetate 
as a crystallization solvent which is similar to the method for 
preparing the a-form crystal of the present invention, and thus 
Yamagishi inherently would have formed the a-form. The 
conclusion is not supported by the data, as I explain herein, 
rather, Yamagishi in fact obtained the [J -form crystal. 

However as stated above, it should be concluded that 
Yamagishi crystal is the p-form because IR (KBr) peaks of 
Yamagishi crystal are identical to that of the p-form of Tsuru 
crystal, Fig. 9. 

That is, Kitazawa and Yamagishi however teach a crystal of 
KMD-3213, however they teach the crystal of KMD-3213 which shows 
IR (KBr) peaks that of vNH, OH 3388 cm" 1 , vNH 3202 cm" 1 and vC=0 
1637 cm" 1 which should be concluded the p-form crystal of KMD-3213. 

Therefore, it is considered that Yamagishi neither taught 
nor suggested the crystal of present claimed invention, that is 
the a-form crystal of KM D- 3 "••13 whatever, Ki^ed upon the fact that 
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all data clearly support. Yamagishi obtained the (3-form crystal 
of KMD-3213. 

It is not clear a reason of why Yamagishi et al. obtained 
the p-form crystal of KMD-3213 though using ethyl acetate as a 
re-crystallization solvent same as a re-crystallization solvent 
in the present invention method for preparing of the a-form 
crystal in Example 1. 

Logically, however, if Yamagishi ct al had obtained the 
a-form crystal of KMD-3213, upon the use of ethyl acetate as a 
re-crystallization solvent, the same as a re-crystallization 
solvent in the present invention, one would expect that the a-form 
crystal of KMD-3213 would be obtained, and, in fact, I would have 
expected the a-form crystal of KMD-3213 be obtained upon treating 
the crude crystals formed in accordance with Yamagishi et al. 
However, the data I have generated in the preparation in this 
Declaration show is not the case. 

With regard to a reason of why Yamagishi et al. obtained 
the p-form crystal of KMD-3213 though using ethyl acetate as a 
re-crystallization solvent same as a re-crystallization solvent 
in the present invention method, it is not clear, however it can 
be suspected as an uncertain factor that the difference of the 
synthetic route of KMD-3213. 

As can be seen fron Fig.l and Fig. 3, the synthetic route 
of Yamagishi et al (Fig. 2) is different from the improved method 
(Fig. 3) in the number of the manufacturing process and a synthetic 
intermediate in each manufacturing process. Therefore, there is 
a difference in the contaminated substances between crude crystal 
of KMD-3213 of Yamagishi and that of the improved method. 

It is also not clear a reason of why Kitazawa et al. obtained 
the (3-form crystal of KM3-3213, However Kitazawa does not 
disclosed an actual method for the prodi:. -I. ion of KMD-3213 and a 



11 



FROM KISSEI INTELLECTUAL PROPERTY 



2006* 6H 7B.CM 11 :01/1»10:54/£»34103262607 P 14 



U.S. Appln. No. 10/526.898 
DECLARATION UNDER 37 C.F.R. 1.132 

method to re-crystallization, therefore i.t can be suspected as 
an uncertain factor that the difference ot the detail condition 
for re-crystallization a.mi so on. 

On the other hand, it is well known that polymorphism have 
not been understood well for example as reported as follows: 

"Despite the potential implications polymorphism is not 
always well understood." 

"Crystal Polymorphs can disappear. There have been cases 
of individual laboratories growing one crystal form. They then 
grow a different crystal form, and are unable to make the first 
form again. Alternatively, they find that they can make the first 
form again but it now converts to the second form over time." 

(Attached Paper 3: 
http: //en.wikipedia . org/ w i ki/Polymor ph i sm %28materials scienc 
e%29 

It is also reported as follows: 
"A recent analysis by Bernstein and Dunitz[10] has 
highlighted this issue by documenting a number of so-called 
"disappearing polymolphs", i.e., sudden appearances of new 
structures or the unexplained disappearances of existing ones. 
Such examples are almost certainly mirrored (although not 
documented) by industrial practice and one can only speculate at 
the disastrous consequences of a sudden unexplained switch of 
polymorph during the isolation of a high value specialty product. " 

"There are a number of examples in which polymorphic 
molecules change crystal structure under processing condition 
while in contact with liquids or solid materials. In these 
environments, it is difficult to apply standard techniques to 
identify and predict the transformations. Furthermore, little is 
known about how to control polymorphic forms." 

(Attached Paper 1: 
http : //x2d. phys . emu . edu/p ol ymorph . html ) 

Accordingly, it may he considered i hat the difference 
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between Yamagishi crystals and Tsuru c«-torm crystals caused by 
an unknown factor or series of factory. 

As stated above, it however is not: clear a reason of why 
Yamagishi et al. obtained the (S-form crystal of KMD-3213, however 
it is sure that Yamagisr.i never teach the a-form crystal of 
KMD-3213 whatever, but merely teach - the (i-form crystal of 
KMD-3213. 

Therefore, I believe that the Examiner's statement based 
on an incorrect speculation should be withdrawn. 

Regarding to Claim 2-17, the Examiner stated as follows: 
Yamagishi et al. teach a compound of formula: where R is 
hydroxypropyl, Rl and R2 are hydrogen, and R3 is 
trifluoroethyl (KMD-3213) , and its crystal lization. (Page 5, line 
3-2 from the bottom) 

Yamagishi et al. do not teach the X-ray diffraction pattern 
of their crystals or the explicit crystal lization using the method 
described in page 5, lines 24-29 of the specification. (Page 6, 
lines 3-5) 

Yamagishi et al. teach the dissolving of crude crystals 
in heated ethyl acetate, and allowing the solution to stand at 
room temperature. (Page 6, lines 7-8) 

Williamson teaches the gradual cooling of a heated 
saturated solution to room temperature to induce crystallization. 
(Page 6, lines 10-11) 

Kitazawa et al. teaches a pharmaceutical composition 
containing as an active ingredient the compound of Yamagishi et 
al. (Page 6, lines 13-14) 

Therefore, it would have been obvious to one of ordinary 
skill in the art at the time the claimed invention was made to 
take the procedure of Yamagishi et al. and use the guidance of 
Williamson to make the crystals of the instant invention, and 
convert to any pharmaceutical composition with the instant 
invention as an active ingredient as tenant by Kitazawa et al., 
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with a reasonable expectation of success. Since the crystals are 
prepared in the same manner as that of the instant application 
on page 5, lines 24-29 ot the specification, the crystals made 
in this manner inherently have the same X-ray diffraction pattern 
as that of the instant invention. (Page 6, line 15 to the bottom 
line) 

The Examiner's statements also appear to be based on the 
fact that the Yamagishi crystals were obtained using hot ethyl 
acetate as a crystallization solvent which is similar to the 
method for preparing the a-form of the present invention, and thus 
Yamagishi inherently would have formed the a-form. The 
conclusion is not supported by the data, as I explain, rather, 
Yamagishi in fact obtasined the |3-form crystal as opposed to Tsuru 
obtaining the a-form crystal. 

However as stated above, it should be concluded that 
Yamagishi crystal is the p-form. Therefore, it is considered that 
Yamagishi neither taught nor suggested the crystals of present 
claimed invention, that it; the a-form crystal of KMD-3213 whatever, 
but merely teach the p-form crystal of KMD-3213. 

The Examiner statec as that "it would have been obvious to 
one of ordinary skill in the art at the time the claimed invention 
was made to take the procedure of Yamagishi et al. and use the 
guidance of Williamson to make the crystals of the instant 
invention", however Williamson merely teach the general method 
of the process of crystallization, such as choosing the solvent, 
dissolving the solute, dscolorizing the solution, removing 
suspended solids, crystallizing the solute, collecting and 
washing the crystals, and drying the product. 

As stated above, though Yamagishi employed the same solvent, 
ethyl acetate, as a re-crystallization solvent as the present 
invention and according to the similar method of crystallizing 
the solute, that is, the dissolving of crude crystals in heated 



14 



I INTELLECTUAL PROPERTY 



2006* 6B 7B (*) 11 : 03/BS1 0:54/53*^41 03262607 P 



U.S. Appln. No. 10/526.898 
DECLARATION UNDER 37 C.K.R. 1.132 

ethyl acetate, and allowing the solution to stand at room 
temperature, however Yamaglshi obtained the 0-form crystal. And 
it is not clear a reason of wny Yamagishi el; al. obtained the p-form 
crystal . 

Accordingly, I believe that it had never been obvious to 
one of ordinary skill in the art at the time the claimed invention 
was made to take the procedure of Yamagishi et al. and use the 
guidance of Williamson to make the crystals of the instant 
invention whatever. 

Furthermore, Kitazawa neither teach nor suggest an actual 
formulation of a pharmaceutical composition comprising as an 
active ingredient a-form crystal of KMD-3213 whatever. Kitazawa 
merely teach a pharmaceutical composition containing an indoline 
compound including KMD-321 3 as an active ingredient conceptually. 

It is well known that polymorphism affect on the 
bioavailability of the drug, and on processing of the drug for 
example as reported as follows: 

"Polymorphic forms of a drug substance can have different 
chemical and physical properties, including melting point, 
chemical reactivity, apparent solubility, dissolution rate, 
optical and mechanical properties, vapor pressure, and density. 
These properties can have a direct effect on the ability to process 
and/or manufacture the drug substance and the drug product, as 
well as on quality, safety, and efficacy of the drug product." 

"The solid-state properties of a drug substance can have 
a significant influence on the solubility of the drug substance. 
Since polymorphic forms differ in their internal solid-state 
structure, a drug substance that exists in various polymorphic 
forms can have different aqueous solubilities and dissolution 
rates. " 

"Drug substance polymorphic forms can also exhibit 
different physical and mechanical properties, including 
hygroscopicity, particle .shape, density, flowability, and 
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compactibility, which in turn may affect: processing of the drug 
substance and/or manufacturing of the drug product." 

"Polymorphs can have different physical and chemical 
(reactivity) properties. The most stable polymorphic form of a 
drug substance is often chosen during development based on the 
minimal potential for conversion to another polymorphic form and 
on its greater chemical stability.". 

"Nonetheless, because drug product stability is affected 
by a multitude of other factors, including formulation, 
manufacturing process, and packaging, it is the stability of the 
drug product, and not stability of the drug substance polymorphic 
form that should be the most relevant measure of drug quality." 

(Attached Paper 2: "Guidance for Industry ANDAs: 
Pharmaceutical Solid Polymorphism, Chapter ill, a. Importance of 
Pharmaceutical Solid Polymorphism, and C. Influence of 
Polymorphism on Drug Substance and Drug Product" 
http: //www, f da . gov/cder/ g uidance/ 6154 d f t jodf ) 

As can be seen from the disclosure above, since polymorphs 
maybe affect on solubility, dissolution rate, stability and so 
on of the drug product, if there are some polymorphs it is need 
to carry out many experiments for formulate a preferable 
composition to each polymorphs. Accordingly, even if a 
pharmaceutical composition comprising a chemical compound as an 
active ingredient and the general method for the production 
thereof were disclosed generally, it can neither teach nor suggest 
a preferable pharmaceutical composition comprising a specific 
polymorphs of said chemical compound as an active ingredient and 
the actual method for the production thereof whatsoever. 

Kitazawa never disclosed a formula of a pharmaceutical 
composition comprising a -form crystal of KMD-3213 as an active 
ingredient nor a method for the production thereof but mealy 
disclosed a pharmaceutical composition comprising a chemical 
compound including KMD-3213 as an active ingredient and the 
general method for the production of a pharmaceutical 
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composition. 

Therefore, I believe that the present crystal and the 
present medicament are novel and are never obviously from the 
prior art whatever. 

I declare further that all statements made herein of my own 
knowledge are true and that all statements made on information 
and belief are believed to be true; and further that these 
statements were made with knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or 
both, under Section 1001 of the Title 18 of the United States Code 
and such willful false statements may jeopardize the validity of 
the application or any patent issuing thereon. 





Date 



Eiji Tsuru 
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